Since 1971 it has been possible to diagnose NiemannPick disease antenatally by assay of sphingomyelinase in cultured amniotic fluid cells.' We report a twin pregnancy where prenatal diagnosis showed that the twins were discordant for the disease.
Case report
The patient was a 31-year-old woman of Ashkenazi Jewish origin. In her first marriage to a non-consanguineous man of similar extraction she had a 6-week miscarriage and two normal term deliveries. The first child had acute infantile Niemann-Pick disease and died at the age of 2i years. The second child, a postmature boy weighing [2] [3] kg, died at 2 days of meconium aspiration. In 1978, following her remarriage, again to an unrelated Ashkenazi Jewish man, the patient requested antenatal diagnosis for Niemann-Pick disease if her husband was found to be a heterozygote. Although the husband's leucocyte sphingomyelinase was within the lowest part of the normal range, the ratios of the levels of this enzyme to other lysosomal enzymes assayed in the same material were those of a heterozygote carrier of Niemann-Pick disease. The husband's mother was also found to have enzyme levels characteristic of a heterozygote ( 
Methods and results
Leucocytes were homogenised in 0.5% sodium cholate and the supernatant used in the enzyme assays. The whole cell homogenate in water was used for the amniotic cell assays. Sphingomyelinase activity was determined as described by Patrick et a12 using 3H-sphingomyelin as substrate. In addition, the amniotic cell assays contained 250,g sodium cholate. Up to 300 Vg supernatant protein was used in leucocyte assays which were incubated for 4 hours. ,3-galactosidase assay mixture contained 3 to 6 ,ug whole homogenate protein in 0 4% serum albumin in 0 4mmol/I NaCl (501.I) and 1 mmol/1 4-methylumbelliferyl-3-D-galactopyranoside in Mc- Ilvaine phosphate-citric acid buffer, pH 4-1 (150 Vll).
After 15 minutes' incubation at 370C the reaction was stopped by the addition of 0-25 mol/l glycineNaOH, pH 10 * 4 (2 3 ml), and the liberated 4-methylumbelliferone measured fluorimetrically. o-galactosidase was measured in a mixture containing leucocyte supernatant (10 1d) and 10 mmol/l 4-methylumbelliferyl-o-D-galactopyranoside in 0 2 mol/l acetate buffer, pH 5 *0 (50 ,ul), in a final volume of 100 [l. After 20 minutes' incubation at 370C the reaction was stopped by the addition of 0 25 mol/l glycine-NaOH, pH 10 * 4 (2 * 4 ml), and the liberated 4-methylumbelliferone measured fluorimetrically. His subsequent progress has been typical of acute infantile Niemann-Pick disease. The spleen became palpable at 7 weeks and the liver increased in size. For the first 4 months he thrived and his development appeared to be normal. He was an alert baby, weighing [4] [5] [6] [7] Sympathetic counselling and long term support is vital for families faced with similar problems and serious consideration by patient and doctor needs to be given to possible outcomes before embarking on prenatal diagnosis in a twin pregnancy.
